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«fc b&^zn&iftMmmmzmgtiT^Zo mmmm^khit, 
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25 ^ffl^^tij:^^^^ hT-r ^>>b t)^i*\z 
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^F'Jy^X^^D/Df?-!? ( MM P s ) & s MMW*-? h U y £ 
*M6£±g&SK£:T£-l¥<D:&JirD^:P-- tf4>»T»&£ 0 MM 

h'Jy^^DrDrT-lf-g (MMP-9) fct-fe?^:^ — -if ^ u 
iftt^^ h U y ^XJ&#&#8?U ^^tiilMSSf (T GF - 

io i3 ) ^mmmttm^- (tnf-«) zm&it? a aSMm-h^z fix % tz 0 
mm p — 9 — bfc x">^fco^T©t^@t^e> N mizmm 

OMttWi^illfeMMP- 9 # s 

^^^J^Jti^fclBfeoTV^^C: i:75) ^ BJ^>^{c^oTV^ao *fes MM P 

- 9 ts&mfemcDMm % & & e> -r c £: & m e> * (3 £ tix ^ # <, £ «3 

s 0 & « & iz m t> o X v > & h # X. e> *L o 

25 cfcDs £?«£3$E&35MMP - 9 (DfrW.s MMP-9C^ftS 
#^D->^#:^^^bs flOfciftfciJ; D J&Jf MM P - 9© 
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(Dfrfcfflm*ft^tzffitl^ MMP- 2 titmi^Xs MMP-9©##£ 

5 ^Bf^I^ia^btx fl!3fefr&2n6;h,*TPA respo 
nsive element ic Jn £ T <fb <Z> T — ti — X'$> & i n v o 1 
u c r int*ift«fe?7Dt-^-«J«t»«KRE-M 9 # N M 
MP- 9 rDt-^-^t^tSC^^MUfe^ Ilglli, £Kb 

fcfc»II&^©#*bJW**fT -ofcPglfcMMP- 9 tfftgfcjfclB^ftjItSfc, 
£oT. MMP- 9©g££P!g-r3££tc:«fc t)s «©$S»i:teg N 

25 j#i& s ftfc^&^<DM*®ikmo)0im&mm<D&mhmfti**i-z>o 
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£ A^tttS ui:CJ: S*!UK.Xfci: T G F - J3 *mMT 3 Z. £ iz X %ffl 
ffl.te ¥<DfHhmm*?r 5 ^ftTs J&TPT N F - a &8iflQf 3 £ £: £ «k 3 

ffcfo^ #$8I|J3 (1) & s TfB5$ (1) : 



MMP-2 £j£igtbT, ^fHftfcPI^T*^ 7S5»ft©*;i/S/ 

e? a ^»D-r 3 £ t «t zmmx.& t g f - 0 ^mmr % z t «k sfo 

d^Tfc&^T&MMP - 9 i: £ 5 h £jj 
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tfcs *$£W (2) It, t h U y ^^^D7nf7- If- 9Wgj£ 
»^a©^(^mx(i^^^T-$>^|fffB^BJ (1) BBl^O^J^^-r^ 
5 ^®^§o frteZMffitTZZbizk ±I32§BJ (1) ©itSg) 
HH^O^Ts MMP- 9H^«^ScD^(^x{i^^^6<}^ff o £ 

io m$\-mft\-c$bz>±.u%m (2) i3ii©i!g#j£^#fc?-3fc©-£&3o 

zmffctTZ ZhlzX ±IB^BJ (2) © Senile: x.Ts MM 
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15 m®o@#^mBj 

mi© (a) {±»j#T^43{t§^ (b) te-mmmxK^^&mmT 

fc&ft^s (C) &TGF-/?£cfc3MT£;fcl*3s (D) !±TNF 
- alz£2>mmTKi&tf2>, (E)I±IL- 1 a £ «JW*Tfc*W-*^ 
b h^^^l-fh^Bfl^OMMP — 2 S^MMP — 9©i4tMtLMB© 
20 i£#£^T|glTfc3o 

EI2&S h^tj&^-fblfflfl&CDMMP - 90mRNASt;GAPDHO 
mRNA©14CMtLMB©if$^tiT?fe5o 

i3(i, (A) 2fct>* (B) fc* s KRE-M9^ttf^^^-UHF 
K s l3«fe^#AL£:«-£ N MKRE-M9 £^i;&V^^*-2 £ 
25 HFKstlfif#ALfe«^to;k>7i7- t?Ty-fe^fc££b 

^IMCMMP- 9®«^M^©^J^^m*^ri2I-??fe tK (C) 
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EI4B\ (A) RXf (B) its tt*E5aiXV2*fflV>fc»^ N Mtf 
£%£S8I 3 ~ 6 £m^fc^©;i^>7 x^-^Ty-fe-f b hSt 
5 ftA^MIfiOMMP- 9©»*sTOtt©«^«|**^t*iaTft l) % (C) 
B\ K R E - M 9 mmRXfim&m^ 5 fc^tKR E — M 9 IB^iJcd 4 IS 

tfffi^Ebfcje^s^-ria-cfeSo 
15 *>ia^kiT^t5o lmbb\ Mitmizm'rzxhuzrhvf 

• • T>^j tf^-^-T (T h e Journal of 

Antibiotics), 1 9 8 3^, f 3 6i, 639-650 
JO fcfBSg^tiS^fc^oTs ^#bfcLMB4IliPf.^liit 
20 TH5Ci:Ast^§o 

L MB tco^T&s TfBsS (2) ; 



0 



25 
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(2) 
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15 7 (The Journal of Antibiotics), 19 
8 3^ s B3 6m, 6 3 9-6 5 OfO lzmm$ ftZ>J3mz$£^T , ^ 

S- 5 9 9 1 7 alt * h V 7 Y -fe*JSf3JST& « S - 5 9 9 1 
7a4II^lt^MtlSt^!3, ^i¥5 - 3 9 2 8 3^-&|glc 

^bi©mmp-9 <Dm£*mm~t%tzti>0Mfflte. mmp - 9 mm 

^HEIO^KlXlif&ili: hxm^%z httx%%1$, MMP - 9 

mmmomms w.&&m&., m^m^m®., xteftitmigmmzmf 
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jmrjeft^tfickj^-e**. #^bjcdmmp- 9©jg£%pi$ 

5 -r^fc»©^^J(i s MMP - 9 0l44»lli!t5 feOTftStfs TNF 
— a N I L — 1 crfc£©1M h >fc £ D -fr s 
MMP - 9j^^^^#-rJS^t^5^T*)s MMP - 9©jg£#Pfl^£ 

G F - /? ItmmT* £ i: £ £> 4HbjfflJ»&fr a uiitib iJgtM^ 
£T©4Mb*i§#U MMP-9g££8H*"rs«£-fc::fe^T*K MMP 

^> o 



20 X&#^#J^fcfcM#Hb£ft£hJ;^o ^©flfefcfc, «g^Jx UftiRig 

$ffl*&^HJ> $l&k *r-fe.;i/^j, -^aiu k ^u-A s 

25 Tfis HP«!#©fllSs &JWs ^M&^©#^P&#&hli*©&#^ 
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ummk m&t&frs umm. mmk mmm. jub& 
^m&k %.x?mmms mm, mm^-^y, m^^>, mih^y%-> 



&\ #{3$||5g;**l&^#s 0. 0 0 0 1~5 01I%ASSfJt<, 0. 
25 ^T?^ot, #!§BJ£ftJISt-£&©T-fcJ:&^o 
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MM P — 9 (DjMSEtfi^ LMBfc*oTffl«*ftacfc**E-r*fc«> 

5 <b hm&MfcMffi(Dt%m> 

§r£J/l<D^&£, 4°C^ *m>frMm&ifi2 5. 0 casein 
olytic unit s/ffllt^§T^;t-t*? 1 6 ^PIMIL 
feo $tf^£ffl^Ts 3Sj&fr&£j&&t±gi:ofc& N 3tjg£ o . 0 5 % h 

»;^;>>T-5^^sbfeo #$i<*-&fct h&&nihfflm, (hfk S ) 

10 £ N keratinocyte-SFMigi (Invitrogent 
SO §fr5 71/-h(it3 7 0 Ctfif bt, 3ftfcfcfeoti^i 
Lfeo tf^Ts b h^mb« (HFKs) £ 3mz£>tz.^TMfti% 

0. 4nM, 2nM, 1 0 nM^^^ctaCLMBSIJDU £ £ Jc 3 
15 7°CT2 4HFIStbfe 0 ^<om, i4o®7U-h^^ke rati 
no cy t e - S F Migtfli® 4fflOD& £ L3gffe£i&;fi LTs JWT©-t?5? 
f Vlf^t^^y^-SfciSMMP- 2;&^MMP- 9 V^ 



20 <-i? ^- >1f ^B^t77-f -gti §MMP - 2J&T>*MMP- 9 
> 

■lf7^>1f^ ; E^7 7^f-^fc < j:§MMP-2SVMMP- 9CD$tffi 

©«:^bM^t3 5-C-ei^figbfeo &^t?s Tr i s-HC 
25 1£0. 05M S CaCl 2 ^5mM, SDS (sodium dod 
ecyl-sulfate) £ 1 %, glycerol^ %%n?ti 

10 



WO 2004/045602 PCT/JP2003/012898 

j ^y^y * —mizm^zumtLtzo mmm%, o. 5%cD-t?^> 

Id J; DMMP -2MMMP-9 ^llfe. SDS-PAGEStj: 
5 3#g£©^ s frM7)V%T r i t o n X-100&2. 5%^tt§ 

MMP- 2 RVMMP- 9 IzfrfflVfr^v^^ryZfrMZ It Ztc&bti, 
fcfommwm 0. 0 5M Tris-HCl(pH7.4) 

/0. 15M NaCl/5mM CaCl 2 /0. 02% N a N 3 ) 

Amideblack B-lOtO. 1 %<gmT2>m&ffi.*m l^Tfr 
fe^ffllMTfr ofco 41®fe £> Utgifeft»oMMP - 2MMMP- 9 

<DWtmmm*mi (a) ti^-To 

15 

mmm 2 

t hg!>&^biM©:igiij;::fci^ t h&j&Mihmm (hfks) & 

3^it:t>fcoT«^il@#bTf#e,tlfc4o©7*lx- h (z s ig^lc^t-^ 
^S^^ti^tiO nMs 0. 4nMs 2nM, 1 0 n M h & 3 J: 5 Iz L 
20 MB^^iDt-a^fcDfc, fc ^jg^b« (HFK s) § 3ft£;fofc 

^tiOnM, 0. 4nlVL 2nM s 1 OnMhifeSctatLMB^ii 
MP-2MMMP-90^^ofe o ifgim*mi (B) t^to 
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b h&jfefcte«Ufc©i&*fc:j3V^ t h^Jf££i<bM (HFKs) § 
3ttfc;fofcoTmfW£bT^&ftfc4o©:ri/-- hts f§%fc**T£ 
5 SiJg^frl^tiO nM, 0. 4nNL 2 nM N 1 0nMh&5<toCL 
UB*muT&i%t>t) fc N t h^J&^rtbM (HFKs) ^3ftfct>fe 

^tiO nMv 0. 4nM, 2 nM s 1 0 nMJi^SioicLMB^IJp 
TGF-/5®Mt^t5^4oiT lng/ml 

h^Jftfcfb«IlflS©*&*N ZfclMf ^ >1f^^ 37 MM P 

- 2SVMMP- 9©tfttfJSfrofco (C) t^t 0 

HJS^J4 

15 fc h*Jfefcfc*BIJ»©*&*fc:fe^TN th^fiitt (HFKs) § 

itStf^ti^tiO nM, 0. 4nM, 2nM s 1 0 nM^^SioCL 
MB^MiP-r^>^it»t){3, th^jbW (HFKs) *3«tc:tofc 

20 %0nMv 0. 4 nMs 2 nMs 1 0 nMh&S «fc a tLMB 

TNF-a0igiW5ig^4o^t 1 Ong/m 

ifc*a«k^ fcTNF-astsjpbfc^ttx mmmi tmmo^mx 

P-2SVMMP-90M^fi^feo Sg^t&EJl (D) C^to 

25 

mmms 
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t bm&fmhMffi<Di&nkijs^T, th^Mtt (hfk S ) & 

aS^-^tl^tvO nM. 0. 4nM s 2 n M N 1 0 n M t & 3 X 5 Iz L 
MB*muT%ttt>*) t ^j&fcfcjfflJB (HFKs) £3ft£:tofc 

ftiOnMs 0. 4nMs 2nM, 1 0 nM tta 3 <fc o \z L MB £»Q 
-f 3 t£%\Z, I L — 1 aCDtg%H^-r^M^* s 4o^-r 1 o- io Mt 

m^.mtmm<Dmm, ^ ^>*r ^ ? * -mz & %> mm p - 

10 2MMMP- gcDt^m^ff ofeo 1 (E) fc^to 

si (a) fc^-r^«?ijicD^^e>. »j^Tt*3v>T{± N t&miz 

% L MB (Dm&ft 2 nM^lil^St MMP- 9 ©0£#P!^£ 

tix^^ci t&tofrZo mtzs mi (b) s^i (o 

15 2RVt3(Dffimii>t>, -m^mX^i/t'&ZUtT GF - /3iZ&2>fHhmWL 
£frl^MMP- 9<DM&&i}im$ft%0it*l : T:b, igl^tSLMB 
<Dm&&2 nMJ-Ut^its MMP- 9 (Dm&W3.m£ tlX ^ 3 Z\ h 

$t>iz, mi (d) j&vmi (e> izmirmnm4%.n5(D 

^^?>s TNF-aXlil L — 1 aiz J; ^>^^^f!j^^=ff V^MMP 
20 - 9©^As^^tlS^TT**s i&ffefctt-r£LMB©^#2 n 
MJ^ih&S^ MMP- 9 £Djg£;TO§£ftTl^ £ h o El 

l©ig^^e>s L M B {is MMP - 2 ^JtfiLTs MMP-9©jg££ 
ck t) »H ft PI m T 2> 3 # *> o 



25 grjfcffl 6 

LMBOf^ffiti: D.MMP- 9©mRNA©g£#Bfig£;ft££ 
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Ttzte>%s MMP 

5 gr£Jfc©&J&£s 4°CHs ^Hf-f >frmm&1fi2 5 . O casein 
olytic unit s /m 1 3 ^-f — 1 6^111 

fee st^^fflv^Ts n&ti>t>mfc*i£%t m&*o. o 5% h 

'jri/V-eS^IIlfeo frMZ&fct b&fcMihMm (HFKs) 
£ N keratinocyte-SF Migife (Invitroge n%fc 

bfco &V>T% fc h^J&^KbJSM (HFKs) ^ 3^fc:tofeoTMfttg 

fee 

15 

<RT-PCRSfcJ:5t hMMP- 9«<E^CDmRNA^tKt h G A 
P D H^tfe^cD m R N A > 

JgitLfcb h&&£Kb;M (HFKs) iPf,©^RNA0ttttilt W 
achi^0^(Wachi et al. ( 1 9 9 5 )FEBS L 
20 ett. 368, 215-219) fc^oTt?^ IfUtB Lfc:£R N Afci\ 

0°CTIfBbfeo RT-PCRS 
TaKaRa RNA PCR kit (TaKaRaftl) £/S 
^Ttrofco fc h MMP — 9 l£M-r2> c DNACD 2 7 7 J&S*f £iilI'§•r 
£fc#>Jc:^ 116-13 6j^*f£&g-r3 -fe>^ 
25 r^T- (13^!J#^ : 1) 3 7 2 -3 9 2 i£^*f 3 • 

*«Wltli7>ft>^r7^-7- (IH^J#-t : 2) £/8^fco t: 
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h cDNA©4 7 8 M&tt*Mm? £ fc&b\z s 5 4 

7-5 6 6JBS^t:ttit"ra 5 '*«t^lt(is -fe>^^^-f (13 
8I« :3)£ s 1005-102 4 3 3 '^izM bT 

li7>^>777>fY- (IE#J#^ : 4) &JB^fc« RNACD&flg^ 

fee 1-3&fc>*> N 1 i^>T c D N A©^^ 9 4°CT* 2 

W r7-fY-©7-- y 6 0°CT3 0 ^fflfrW DNA^U ^ 

7-eCfc4DNA«OM*7 2°CT l^Hfrofc. 3 OiM^fr 

*g**EI2 fc^-To ®2cK Samplel^ ig*fefc*f-f 3 LMBil 
^OnMT^ofeiKffl^fe^f^, Sample2#, ig*fefc*f 
LMB$Ijg# 1 0 nMT^^fett^^fc^^TNto 

15 

t h&&mhMme>t&mizjs^x, th&mMfcmm (hfks) & 

3^{^t)fcoT»t^#bTff e»tifc2o©ri/— htc, tgifclzMTZ 
^Jg^^n^etlO nMs 1 OnMt^SJ;a{:LMB«J)Dt§ftt)D 
20 tb^fhaiiS (HFKs) * 3f^fctofcoTili^ilLT»6 

tifc 2~d<D7\s — h tc: s i&^fc^-f 3$tJg#^*l^ft 0 nM s lO nM 

2o£T 1 . 5 mMtftZXo tlibA;^^ Aic»§iiDtfeW 

25 CR^t^cfc^b h MM P — 9 Sfe^CmRNAS^t h GAPDHStfe 
?0mRNA©ttH$ffofe o «g*Sia2fc:^-ro 12 2** Sampl 
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S amp 1 e 4tK mMtett-f & L MB 1 0 nMfife^ci 



5 fllitfij 8 

t Y0i&ftfcMm(DmmiZ&^Ts th^&^-fbifM (HFKs) £ 

i-s t h^J&^b« (HFKs) £ 3tf>tet)tz-oTmttt&mLXmt> 
10 tifc2o07l/-Mc s M&£^lT£ajg#^*i^;ft,0 nM N lOnM 
hteZ £51zLMB*mi}t\T2> kbbiz^ T G F - j8 ifii^mizMT &m 

l»#!|6 i:|^I^©^^T-b bgtJ£*t<fbMCD*giis t^fcRT-PCR 
^ti^t h MM P — 9 jtfc^CDmRN ARXFH h G A P D H3t<f5^CD 
15 mRNAO^m^ff ofeo ^^trE12 (c^-r 0 EI2 4>s Sample5 

amp 1 e 6 # s igJttifcl^f-r 3 L M B 1 0 nM-e&ofc$0flg£/g 



20 HiW 9 

t h^j£^bij«©lgjifc;fc^Ts t b^J&£KbM (HFK s) § 

m&ft^ti^no n M N 10 nMh&3cfc-5 tLMBSSJDt^ftt D 
fc> th^^'MBS (HFKs) £3ft£;b;feoT$ltfti&iiLTf#£> 
25 tlfe2o07l/-ht, ^ifet^TSaj^^^n^tLO nM N lOnM 
tte2>£5teLMB%mJ)nTZ>bb ! blZs T N F - a ©igtfefcijfcf-r £ i§ 
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SLffi2^±X 1 Ong/ml & & «fc 3 £ T N F - a £«j&D Lfc iiimt, 

mmme tmmoxmxM vmmmtmm^m, itcrt-pcr 

&£<fc£fc hMMP - 9 3t^©mRNA^t>*t hGAPDHIfe?® 
mRNA©M*ffofco HS**ia2 fc^-To HI 2 4\ Sample7 

ample8^ JSifefc^f^^ LMBfg^ 1 0 nMT^ofei 



1 o 

10 fc ^&fcfc«BIS0i£*iCjS^-Cx t h^&^bifM (HFKs) £ 

^^^ti^etiO nMs 1 OnMh^SiotLMB^Iit^^fc t) 
fc^ thQAMfofflm (HFKs) §3fttfcfcotlMibTHf, 
ttfe2o©rix— hfc, ^jfcfcttr3»fg#*ft**i0 nMs lOnM 

15 fcfca«fc5fcLMB&8&io-rsi:J:fcK:s I L - 1 a(Dl&nLizMTZ>m 
&&2~D±T 10- 10 M£&3<fc?fcIL-l a^IiQbfeMI± N H 
»J6 ^ic^tt bm&M<bMffi<Dlgm, MUizRT-P CRS 
fc:«fc3 t h MM P — 9 jfifE^OmR N ASVt hGAPDHS^©m 
RNAO^tB^ff ofeoM^^EI2 tl^-rolII2 FKSample9#, 

20 1&mizttT&LMB^m&0 nMX-&^feMm%m^f£$£%k*s Sam 
p 1 e 1 0 # s mmiZtt? % L MB l 0 nMt-$)ofeM^ffl^ 



S2CDSample l^t>*S amp 1 e 2 Tr^£ tiZ^MM 6 ©££31 
25 fr£> s WijaT{-*5V^T{±> ig^i^T^ L MB 1 0 nM-£fc 
GAPDH^lt^bT N MMP- 9 ©jg£#RBg&;ftT^ £ 
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Z£&t>fr%o E|2©Sample 3RZFS ample 4Tm^ti^m 

B(Dmm&l 0 nM-?fc£i§£rt^ 6APDH tJtltbts MMP-9 
©0£#Pl^£ftT^S £ Q . 02©Sample 5&^S a 

:fc^T&. t&®,kLMTZLMB(Dm&.& 1 0 nM^feS®^i3 s GAP 
DHhJrb^LTs MMP-9©g£#PlW£ftTl^££#fc*>£ 0 0 
2 CDS amp 1 e amp 1 e 8 T»^£ *i3 2t%.09 9 (Dffimft v 

TNF-afc£&jiMT£:fc^Tfcs tglftl3*f-r 3 L MB <Z>M^# 1 0 
10 nMtfeSl^fc, GAPDHJ:lt|tlts MM P - 9 ©jgi£#P.I^£ 
;flTl>3 £ bfttofr&o @2©Sample 9^tKS amplelOt 

mztizmmm 1 o©^^e» N i l - 1 aiz£zmmTte&^T%, 

i&m,teMTZ> LMB©iIjg# 1 OnMtfeSl^ GAPDHJ:Jtt 
LT. MMP- 9®gt£#p&^£ftTV^;L t&t>-fr%o M±or>m$kfr 
15 £> s LMB©«J#s GAPDH^Jttbts MM P - 9 (DM^mm 



mmm 1 1 

LMBCDftffifcct t> MMP - 9 ©j^£#P.B^£ tiT V> 3 3 i: 
20 Sfc46fc: s MMP- 9Jtfe^©p r omo t e rIB#J©KRE-M9 £ s 
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ft (Life Technologie sftSffi) 2 4 we 1 1 
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Kobayashi £>©;£& (Kobayashi et al. (2001) EMB0 Rep. 2, 604-608) 
tt^Ts MMP-9 p r o mo t e rIB?!J©KR E -M 9 £^A,£ 

io - 7 3^£+ 1 6 ^.x-com^myiu 5 

7x7-^I^^^-Tife5pGL3-basic vector 
(PromegattM) fcr, ^ti^HWXLs ^ & — 1 RZF^P $ — 
2%mmVtzo KRE-M9§^-7 3fr& + 1 6 £T*©J& 
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- 1 Stf^^ 2 £^fs^#Affl 3 F u g e n e 

6 (Rochetl) t^ffl^Ts DNAi^SAg/lmlO^ 
20 1 JSftSV^^^— 2»*S8|jftbfco <bhg|j£^b 

^ia©^#>T*l#e>nfe 24well©:7*l/-b©HFK slg#r&©o 
•fes 1 2 we 1 lCD^l/— h CMIT^^^-St 1 i!30l2w 
e 1 hlc^f Lt^^^-^t2 £ s ^-ftLfc 3 7°CT*»b 

Tfcte^A&fTW 1 i§$£ £ SSAQL ft fc 1 2 

25 we 1 1 (D7U — h © 3 6 we 1 107 1 !/- hfc^bTLMB 1 0 
nMSnx> 6wel l0LMBlja7l/-h Ul, i!)£D6well 
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-bUU ^*-2$g*ft£$KiflbT&£>*lfc 1 2well£D7l/- 
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1 1<£>LMB»7°1/ - h2i:U ^D©6wellCD7°lx— h Jc*fb 
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u t> > # --zmfet & z. £ki & ^ MMP — 9©jg££^-# 
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< ;v > ^ i ^ — V t v -te fc: £ £ ^^fSttcD«0^> 

— -IfcDrS^iis ;^>7i7-€7ft^^XrA (Luciferas 
15 e assay system Promegatl) J3<fcoT$!l^b 
f Zo T^^nri/7*!)>^-i:bt, Microbeta (Perk 
i n-E lme r*±S0 %m^fz 0 mfelts 6 we 1 1 © L M B y 
V— his 6well0LMBiIiD7 , l/-M^ 6wellOLMB 

mmyu- h 2, rx?6 we 1 KDLUBmmiuyu—h 2fcov^t N 

20 ^:fl^tl6 w e 1 l®7'l/-t>0^3we 1 1©:7"U — \>%R}^T 1 

£ffi^T2 4^^^0^^^^?«iJ^-r§«iJ^^&hbfeo 
3 (A) #^1213 (B) Iz^To m3 (A) RZ?m 3 (B) fc&^Ts 
±gfl<Z>t&<g#KRE-M 9 £^tf-^*- 1 £HFK s lc?Ifc^#Ab 
25 fe^©^^^fS^§^b N Tafl<£>$fc{ii#K R E — M9 ^-a^&l^^ 
^-2SHFKs {3?t^#Abfc^ACDM^rS^^^bs ±gfl&t>* 
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133 (A) J&ZPmS (B) ©fgJRa>'& N KRE-M9£^tr^*- 
1 £H F K s tjtlH^^Abfc^^-t^V^T^ i^^¥fS^^3tfe^#A 
£1 2R?|HI« N . 2 4l$IH«i:l$lig£iIoT\ «^M&#i§3SU 
^te^£&»LMB£MDT££fcfc«koT.3tfc^A^ 1 2I$IH8^ 
10 2 4^iifcR s PromoterStttfs ^ti^ti. $J5#©1 N 

2^hfks fcMB^mxistzm&iz&^Tii, m^&^±<^m^ 

*l&#>ofc 0 W±£><r £fr£> s KRE -M 9 #MMP - 9 ©fe^rStt* 

is?i-r^±-eagT'$»^ d ^ s #t>*KR E -M 9 # N LMB##£-rs 

Btews< ztftTjkgtis lmb#mmp- 9 (Dm&%mmT%Mfflt u 

Hfflfifll 12 

MM P — 9 promote r IB^JCDKR E -M 9 7 3 £> 

+ 16 *t?©*6MaaU ^ckt^KRE-M 9 &^3;&V>- 5 6 £ + 1 
6 £T©H^I2?!j©ftfc> *) fc s MMP-9 promot erPJOK 
RE -M 9&£JtT P A responsive element (UT 

25 TREh^ma) £^a,£-8 o^e, + 1 6£-e©jtgaia?!iK 

^maiB^J 1 Ic: & V> T K R E - M 9 IB?!J # 4 £ ft i&^M3?!J 2 , 
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R E - M 9 mVW 4 ISti^ *ifc£££8| 4 x flfctt£E*l 4 fcfci^T 
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K R E — M 9 B£|£i 4 ttEHft3ft N loTREl^j^3 igSBm£;h, 
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■**iEI4 (A) MUm4 (B) fc^To M4 (A) ©±apsVTSPs 36 

tftmi4 (b) com iu~m4m±, *ti*tim&mmi&vto&w&&i 

2 N ftVfcffi£ffim~4&m^fc»^©l|Bte^Mi4£wU ±SPSr>' 
15 TttOftltOSt^ ±«©*tftS:LMB 1 OnM*Jpbfc»^*^u 
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ry unitfcj;§fe0tfe^ 3 w e 1 1 coy°U — h co^-i^m^im 
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fcs 04 (B) ©«g*A»& s KRE-M9aVTRE0^*l»tK| 

bT*»bTl^**6MBai 6 £fflV>fc®-£fc;fcMT*s LMB©«flDfc: 
ct DMMP - 9 ©fe^ttCDWJM^C otl,^ CI bfr?>^ KRE-M 
9StfTREW^©ate : ?««s* > LMB©»fci t)MMP- 9 6D$g 



04 (C) ®^^e> N KRE-M9 7D-7t^btbh^7fy 

T^S (04 (C) *£*>£>|gl|£) o KRE-M97D-^ 
ffi^Tx flon^r^- (competitor) i: bT K R E -M 9 ffi5U& 
^TWSbfc2#«DNAl£m^fc»<&fci± N jSS-&RB*t:J:Dx ->7h 

bfc^> K* j tftm*n*<3&^feo (04 (o $>&frt>m2m $ e, 

^ KRE-M9 7°D — ^^ffi^ts — (competitor) 

i:ttKRE-M9S?!j©4iati§ffl^tlibfe 2#0U)NA2%/§ 
V^fc»£-fc:fcl\ h bfc^> F#t&ffi£*lX^3 (04 (C) 

?>3|g@) o in^.T> E8|#-9 5 C^tKRE-M9ffi5!|04Iig^ 

V^^„ (04 (C) 2 ©) in&CCt*^ th^"7^y 
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^TUX^^X (H o s : H R — 1 ) © 8 Sftoffii 10E^ — 
5 ^tfg&ilWbfco 5E07«)7 (7>)^A1, x">^Bl, YDxCl, 
•?H77Dl N Ye;7E l)fc»bt*»i(u ltraviolet B 
(UVB) ) $fg|S{:3 0 0mJ (&J3MED (minimal er 
ythema dose s g/hiM*) ) £j?f!I}U 5E©7i>7 (v 
•>*A2, T^B2 S -7^^C2, ?-)^D2, x-»i7^E2) fc*fb 

•>^B lSt;-?^^B 2 fc^Ltlg 1 O^g/rnl (2 0/zM) ©?g 

"T^C lXtf^*;*C2fc»LT«£l j ug/ml (2#M) 
©?£$E£s^«>;*D lMY^XD2t*[btj|gl 0 0ng/ml(2 
15 OOnM) <DmWL*s ?^EK ^>>7E2 fc*f bTMJg 10ng/ 
ml (2 0 nM) ©^^$ N $j 0 . 1 m 1 foit^ii^t % £ £ 

4 8«?ra«t:ig^«ij^itbfc^»>^A i ~ x">*e i avji^jittflRijb 
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A2^ 7-)7B2^ 7>)7C2, 7^/^D2, MT«)^E 2i>6SlR 
25 b^£ib£:&Jit©t2JJt£E CL IPSE E 1 0 0 0M^Rf« (N 
IKONtl) tf«J9Ebfc^*ia5 t^-To H5l:*^tAl-El 
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IZttJfoLs A2-E2lt ^fi^tls ^>>^A 2~^£*E 2 fr&Um 
b^febfe^jtO^Oitt^-r^^CDT-fe ^—(D&glt 1 0 0 Am 
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•>XB2, -7>>XC2s vi>XD2> ^tKx">^E 2©jSJtfcl/r h x' 

fco 
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